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Amendment: to the Claims : 

This listing of claims will replace all prior versions, 
and listings, of claims in the application: 

Listing of the Claims: 

1 . -99 . (Cancelled) 

100. (Currently Amended) A composition which 
comprises : 

a) a conjugate of (i) a GM3 e^ a G©5- 

ganglioGido derivative which — derivative 

comprioos aR unaltered oligooaccharidQ 

part af^d aR altered ccramidc portion 

CQmprioing — an altered — sphingosinc — base a 
derivative of a ganglioside, which 
ganglioside (1) is a GM2 or GD2 

ganglioside and (_2J comprises an 

unaltered sphingosine base, wherein the 
derivative differs from the ganglioside 
solely by having an altered sphingosine 
base which retains only CI through C4 
from the unaltered sphingosine base of 
the ganglioside, and (ii) a — derivative — 
Keyhole Limpet Hemocyanin , wherein the 
GM2 or GD2 ganglioside derivative is 
covalently bound to Keyhole Limpet 
Hemocyanin by a stable amine bond between 
the C-4 carbon of the altered sphingosine 
base and a nitrogen of an g-aminolysyl 
group of Keyhole Limpet Hemocyanin ; 
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b) QS-2I7 — a — saponin — derivable — from — fei^^ — bark 
of a Quillaja saponaria Molina tree ; and 

c) a pharmaceutically acceptable carrier; 


wherein the amount of the conjugated GM2 or GD2 
ganglioside derivative is an amount between 
about 1 ^ lag and about 2 00 \iq , the amount of the 
saponin QS-21 is an amount of between about 10 
\xq and about 2 00 \iq , a^td: the GM2 or GD2: Keyhole 
Limpet Hemocyanin derivative molar ratio is from 
200:1 to 1400:1, and the relative amounts of 
such conjugate and such — saponin — being QS-21 is 
effective to stimulate or enhance production in 
a subject of an antibody to GM2 and GD2, 
vjhichcver the ganglioside, irs — present — a-s — a- the 
derivative of which is present in the 
con jugate_^ [ [ / ] ] 

vjherein ±¥i t^^-e conjugate fe^^e ganglioside 

derivative — ±^ — covalently bound — to the — derivative 

Keyhole Limpet Hemocyanin through a G — 4- 

carbon — — t^^e — altered — sphingos inc — base — — the 

altered ceramidc portion e^ fe*^^ ganglioside 

derivative — fee — aft^ — c - aminolysyl — group — ef — Keyhole 

Limpet — Hemocyanin, wherein — feh^ — G— 4 carbon — i-s- 

present — in a — Gtfg . group. 


101.-105. (Cancelled) 


106. 


( Previously 
100 wherein 
ganglioside 


Presented) The composition 
the ganglioside derivative 
derivative and wherein the 


of claim 
is a GM2 
amount of 
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the conjugated GM2 ganglioside derivative is an 
amount of about 30 \iq . 

107. (Previously Presented) The composition of claim 
100 wherein the ganglioside derivative is a GD2 
ganglioside derivative and wherein the amount of 
the conjugated GD2 ganglioside derivative is an 
amount of about 7 0 jag. 

108 . (Cancelled) 

109 . (Currently Amended) The composition of claim 100 
wherein the amount of QS-21 ^th^ — saponin is about 
50 lag. 

110. (Currently Amended) The composition of claim 100 

wherein the amount of QS-2 1 ^fe-he — saponin is about 
200 vig. 

111. (Cancelled) 

112. (Currently Amended) The composition of claim 100 

which comprises: 

a) a conjugate of (i) a GM3 ene a 

gangliooidc derivative vjhich — derivative 

comprioGO aa^ unaltered oligosaccharido 

part aftd altered ceramido portion 

comprising — a^i — altered — ophingooinc — base a 
derivative of a ganglioside, which 


ganglioside (1) is a GM2 or GD2 


ganglioside and {_2J comprises an 
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unaltered sphingosine base, wherein the 
derivative differs from the ganglioside 
solely by having an altered sphingosine 
base which retains only CI through C4 
from the unaltered sphingosine base of 
the ganglioside , and (ii) a — derivative — 
Keyhole Limpet Hemocyanin , wherein the 
GM2 or GD2 ganglioside derivative is 
covalently bound to Keyhole Limpet 
Hemocyanin by a stable amine bond between 
the C-4 carbon of the altered sphingosine 
base and a nitrogen of an g-aminolysyl 
group of Keyhole Limpet Hemocyanin ; 

b) QS-2I7 — a — oaponin — derivable — from — the — baric 

— a Quillaja — oaponaria Molina — tree , ; and 

c ) a pharmaceutically acceptable carrier ; 


wherein the amount of the conjugated GM2 or GD2 
ganglioside derivative is prooont — ^ an amount 
between about 1 yg and about 2 00 jag, the amount 
of the saponin QS-21 is about 100 \iq a^ the GM2 
or GD2 : Keyhole Limpet Hemocyanin derivative 
molar ratio is from 200:1 to 1400 : 1, where and 
the relative amounts amount of such conjugate 
and ouch — oaponin QS-2 1 is effective to stimulate 
or enhance production in a subject of an 
antibody to GM2 and GD2 , whichever the 
ganglioside , i^s — prcocnt — as — a the derivative of 
which is present in the con j ugate^ [ [ ; ] ] 

and — wherein — ±¥i — feh^ conjugate ganglioside 

derivative — — covalently — bound — =be — fei^-e — derivative 
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Keyhole Limpet Hcmocyanin through a G— -4- 

carbon — e^^ — fe-he — altered — gphingooinc — baoo — e-i — the 

altered coramide portion e-i gangliooide 

derivative — fe^e — etfi — c - aminolyoyl — gr o up — — Keyhole 

Limpet Hemocyanin, wherein — feh^ G— 4 carbon ±-9- 

preocnt — in a CH g -group. 

113. (Previously Presented) A method of treating a 
subject afflicted with melanoma which comprises 
administering to said subject an amount of the 
composition of claim 112 effective to stimulate 
or enhance production of an antibody directed to 
at least one of GM2 and GD2 and to thereby treat 
said melanoma in said subject. 

114. (Currently Amended) A method of stimulating or 
enhancing production of an antibody directed to 
Giyi2 or GD2 in a subject which comprises 
administering to the subject an effective amount 
of a composition which comprises: 

a) a conjugate of (i) a GM5 e-e a GD2 

gangliooide derivative which derivative 

comprisco &h unaltered oligosaccharide 

part afi^ aR altered coramide portion 

comprioing — — altered — ophingooine — baoe a 
derivative of a ganglioside , which 
ganglioside (1) is a GM2 or GD2 

ganglioside and (_2J comprises an 

unaltered sphingosine base, wherein the 
derivative differs from the ganglioside 
solely by having an altered sphingosine 
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base which retains only CI through C4 
from the unaltered sphingosine base of 
the ganglioside, and (ii) a — derivative — 
Keyhole Limpet Hemocyanin ^ wherein the 
Giyi2 or GD2 ganqlioside derivative is 
covalently bound to Keyhole Limpet 
Hemocyanin by a stable amine bond between 
the C-4 carbon of the altered sphingosine 
base and a nitrogen of an g-aminolysyl 
group of Keyhole Limpet Hemocyanin ; 

b) QS-2I7 — a — saponin — dorivablc — from — th^ — bark 
of a Quillaja saponaria Molina tree ; and 

c) a pharmaceutically acceptable carrier; 

wherein the amount of the conjugated GM2 or GD2 
ganglioside derivative is an amount between abut 
about 1 \iq and abut about 200 ]iq , the amount of 
the — saponin QS-2 1 is an amount between about 10 
Vig and about 200 \iq , ef^ the GM2 or GD2: Keyhole 
Limpet Hemocyanin derivative molar ratio is from 
200:1 to 1400:1, and the relative amounts of 
such conjugate and ouch — saponin — being QS-21 is 
effective to stimulate or enhance production in 
a subject to an antibody to GM2 and GD2 , 
whichever the ganglioside , 4rS — prcocnt — ae — a the 
derivative of which is present in the 
conjugate^ [ [,]] 

wherein ±^ the conjugate feh^ ganglioside 

derivative — — covalently bound — fee — the — derivative 

Keyhole Limpet Hemocyanin through a G — 4 

carbon — e# — the — altered — sphingosine — base — — feh^ 
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altered ccramidc portion &^ fefee gangliosidc 

derivative — fee — — e — aminolyoyl — group — — Keyhole 

Limpet — Hcmocyanin, v^rhercin — fei^e G — 4 carbon are- 

present ±^ a G4-tS group, &e a-s tre thereby 

stimulate — &^ — enhance — production — — fei^e — antibody 

fee — GM3 et¥^ — G©5 — ^ — fei^e — sub j ect , vfhichever — is- 

present — as — a — derivative — in the — con j ugate . 

115. (Currently Amended) A method of treating a human 
subject having cancer which comprises 

administering to the subject an effective cancer- 
treating amount of a composition which comprises: 


a) a conjugate of (i) a GM3 e^f a CD2 

ganglioside derivative which derivative 

comprises ec¥i unaltered oligosaccharide 

part aftd ec^ altered ceramidc portion 

comprising — aft — altered — sphingooino — base a 
derivative of a ganglioside, which 
ganglioside (1) is a Giy[2 or GD2 

ganglioside and {_2J comprises an 

unaltered, sphingosine base, wherein the 
derivative differs from the ganglioside 
solely by having an altered sphingosine 
base which retains only CI through C4 
from the unaltered sphingosine base of 
the ganglioside, and (ii) a — derivative — 
Keyhole Limpet Hemocyanin , wherein the 
GM2 or GD2 ganglioside derivative is 
covalently bound to Keyhole Limpet 
Hemocyanin by a stable amine bond between 
the C-4 carbon of the altered sphingosine 
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base and a nitrogen of an c-aminolysyl 
group of Keyhole Limpet Hemocyanin ; 

b) QS-2I7 — a — DQponin — derivable — from — feh^ — bark 
of a Quillaja oaponaria Molina tree ; and 

c) a pharmaceutically acceptable carrier; 

wherein the amount of the conjugated GM2 or GD2 
ganglioside derivative is an amount between 
about 1 ijg and about 200 lag, the amount of the 
saponin QS-2 1 is an amount of between abut about 
10 yg and about 200 \iq , the GM2 or 

GD2: Keyhole Limpet Hemocyanin derivative molar 
ratio is from 200:1 to 1400:1, and the relative 
amounts of such conjugate and ouch — saponin — being 
QS-21 is effective to stimulate or enhance 
production in a subject of an antibody to Giyi2 
and GD2, vjhichcvcr the ganglioside, the irs- 
prcscnt — BtB — a derivative of which is present in 
the conjugate^ [ [ ; ] ] 

wherein ift t4=^e conjugate trke ganglioside 

derivative — i-s — covalcntly bound — fee — feh-e — derivative 

Keyhole Limpet Hemocyanin through a C - 4 

carbon — — feh^ — sphingosinc — base — e-f — fe^^^ — ccramidc 
portion — e# — feh^ — ganglioside — derivative — fee — a^i — e — 
aminolyoyl — group — e^ — Keyhole — Limpet — Hemocyanin, 
and — vjhorcin — feh^ — G— 4 — carbon — i-s — present — ^ — a — 

group, se — a-s — fee — thereby — stimulate — e^e — enhance 

production — ef^ — fehe — antibody — fee — GM5 — and GD2 — ±¥i — the 
subject, — v^yhichcvcr — i-s — present — a-s — a — derivative — ^ 
th e — conu j ugatc . 


Applicants : 
Serial No . : 
Filed: June 
Page 12 


Applicants: Philip O. Livingston and Friedhelm Helling 
Serial No.: 08/477,097 
Filed: June 7, 1995 
Page 13 

116. (Previously Presented) The method of claim 115, 
wherein the cancer is of epithelial origin. 


117. (Previously Presented) The method of claim 115, 
wherein the cancer is of neuroectodermal origin. 


118. (Currently Amended) The method of claim 117, 
wherein the cancer of neuroectodermal origin is 
Br melanoma. 


119. (Previously Presented) The method of claim 114 
or 115, wherein the administering is effected at 
two or more sites. 


120. (Previously Presented) The method of claim 119, 
wherein the administering is effected at three 
sites . 


121. (Previously Presented) The method of claim 114 
or 115, wherein the composition is administered 
subcutaneously to said subject. 

122. (Previously Presented) The method of claim 121, 
wherein the composition is administered to said 
subject at two-week intervals. 


123. (Previously Presented) The method of claim 121, 
wherein the composition is initially 

administered to said subject at weekly 
intervals . 


124 , 


(Currently Amended) The method of claim 114 or 
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115, wherein the composition to be administered 
is prepared prior to administration to the 
subject by mixing the conjugate and QS-21 
saponin . 

125. (Currently Amended) The method of claim 124, 
wherein the conjugate and QS-21 ^th-e — saponin are 
mixed on the day of administration to the 
sub j ect . 


126 . (Cancelled) 


